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GI For diagram (s) , see printed CA Issue. 

AB Imidazonaphthyridines I (A = :NCR:CRCR: , :CRN:CRCR:, :CRCR:NCH:, or 

:CRCR:CRN:, R, Rl , R2 = H or organic group) and tetrahydroimidazonaphthyridin 
es II (B - NRCR2CR2CR2, CR2NRCR2CR2 , CR2CR2NRCR2 , or CR2CR2CR2NR, R # Rl , ' 
R2 = H or organic group) induce the biosynthesis of cytokines such as 
interferon and tumor necrosis factor. The compds . exhibit antiviral and 
antitumor properties. Methods of preparing the compds. and intermediates 
useful in the preparation of the compds. are also disclosed. Thus, reaction of 
2-aminonicotinic acid with Ac20, reaction of the resulting 
2-methyl-4H-pyrido[2,3rd] [1 , 3] oxazin-4 -one with NaN3 , reaction of the 
resulting 2- (5-methyl -lH-tetrazol -1-yl ) nicotinic acid with EtI in Me2CO in 
the presence of K2C03, cyclization of the resulting ester, nitration of 
the resulting hydroxy compound, reaction of the resulting nitro hydroxy 
compound with isobutylamine, reduction of the N02 group, formation of an 

imidazo 

ring with the resulting 2 amine groups, cleavage of the resulting 
tetrazolyl ring using PPh3 , and reaction of the resulting .P derivative gave 
1- (2-methylpropyl) -1H- imidazo [4 , 5-c] [1,8] naphthyridin-4 -amine hydrate . 
IT 227318-68-5P 227318-70-9P 227318-73-2P 
227318-74-3P 227318-76-5P 227318-77-6P 

227318- 82-3P 227318-83-4P 227319-03-1P 

227319- 07-5P 227319-09-7P 227319-11-1P 
227319-15-5P 227319-16-6P 227319-27-9P 
227319-31-5P 227319-47 -3P 227319-49-5P 
227319-56-4P 227319-59-7P 227319-66-6P 
227319-68-8P 227319-90-6P 227319-91-7P 

RL: IMF (Industrial manufacture); RCT (Reactant) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(precursor; imidazonaphthyridines and tetrahydroimadazonaphthyridines 
for use in inducing cytokine biosynthesis) 
RN 227318-68-5 CAPLUS 

CN lH-Imidazo [4 , 5-c] [1 , 5] naphthyr idine , 1 - (2-methylpropyl ) - (9CI) (CA INDEX 
NAME) 




RN 227318-70-9 CAPLUS 

CN lH-Imidazo [4 , 5-c] [ 1 , 5] naphthyridine , 1- (2-methylpropyl) - , 5-oxide (9CI) 
(CA INDEX NAME) 




RN 227318-73-2 CAPLUS 
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CN lH-Imidazo [4, 5-c] [1 , 5] naphthyridine, 2-methyl-l- (2 -methyl propyl ) - (9CI) 
(CA INDEX NAME) 




RN 227318-74-3 CAPLUS 

CN lH-Imidazo [4 , 5-c] [ 1 , 5] naphthyridine, 2 -methyl - 1 - (2 -methylpropyl ) - , 5-oxide 
(9CI) (CA INDEX NAME) 




RN 227318-76-5 CAPLUS 

CN lH-Imidazo [4 , 5-c] [1 , 5] naphthyridine, 2 -butyl -1 - (2 -methylpropyl ) - (9CI) 
(CA INDEX NAME) 



n-Bu 
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CN lH-Imidazo [4 , 5-c] [ 1 , 5] naphthyridine , 2 -butyl - 1 - (2 -methylpropyl )- , 5-oxide 
(9CI) (CA INDEX NAME) 



n-Bu 
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CN Carbamic acid, [4- ( 2 -butyl -lH-imidazo [4 , 5-c] [1 , 5] naphthyridin-l-yl ) butyl] - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 
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t-BuO-C^NH- (CH 2 ) 4 



n-Bu 




RN 227318-83-4 CAPLUS 

CN Carbamic acid, [4- (2-butyl-5-oxido-lH-imidazo[4 , 5-c] [1 , 5] naphthyridin- 
yl) butyl]-, 1,1 -dimethyl ethyl ester (9CI) (CA INDEX NAME) 
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t-BuO— C-NH- (CH 2 )4 



n-Bu 
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CN lH-lmidazo [4 , 5-c] [ 1 , 5] naphthyridine- 1-ethanol , 2 -butyl -a, ex- 
dimethyl- (9CI) (CA INDEX NAME) 



OH 
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CN lH-lmidazo [4 , 5-c] [1 , 5] naphthyridine- 1-ethanol , 2-butyl-a,a- 
dimethyl-, 5 -oxide (9CI) (CA INDEX NAME) 
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(phenylmethyl) - (9CI) (CA INDEX NAME) 
Me 



Me- C~ CH2 
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CN lH-Imidazo [4 , 5-c] [1, 5] naphthyridine- 1 -ethanol , a, a-dimethyl -2- 
(phenylmethyl) 5-oxide (9CI) (CA INDEX NAME) 



Me 



Me— C~ CH2 




RN 227319-15-5 CAPLUS 

CN lH-Imidazo [4 , 5-c] [1 , 5] naphthyridine , 2- (ethoxymethyl ) -1- (phenylmethyl ) - 
(9CI) (CA INDEX NAME) 
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CN lH-Imidazo[4, 5-c] [1 , 5] naphthyridine, 2- (ethoxymethyl) -1- (phenylmethyl) -, 
5-oxide (9CI) (CA INDEX NAME) 
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CN lH-Imidazo[4 / 5-c] [1 , 5] naphthyridine, 2 -butyl -1 - [3 -( 1-methylethoxy) propyl] - 
(9CI) (CA INDEX NAME) 
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i-PrO- (CH 2 ) 3 



n-Bu 




RN 227319-31-5 CAPLUS 

CN lH-Imidazo [4, 5-c] [1, 5] naphthyridine, 2 -butyl -1- [3- ( 1 -methyl ethoxy) propyl ] 
, 5-OXide (9CI) (CA INDEX NAME) 



i-PrO- (CH2) 3 



n-Bu. 
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CN lH-Imidazo [4 , 5-c] [ 1 , 5] naphthyridine , 1- (3-butoxypropyl ) -2 -butyl - (9CI) 
(CA INDEX NAME) 



n-BuO- (CH2) 3 



n-Bu 




RN 227319-49-5 CAPLUS 

CN lH-Imidazo [4 , 5-c] [1 , 5] naphthyridine , 1- ( 3 -butoxypropyl ) -2 -butyl - 
(9CI) (CA INDEX NAME) 



5 -oxide 



n-BuO- (CH 2 ) 3 



n-Bu. 
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CN lH-Imidazo[4, 5-c] [ 1 , 5] naphthyridine , 2 -butyl -1- (2 -phenoxyethyl ) - (9CI) 
(CA INDEX NAME) 
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RN 227319-59-7 CAPLUS 

CN lH-Imidazo [4 , 5-c] [1 , 5] naphthyridine , 2 -butyl -1- (2 -phenoxy ethyl ) - , 5-oxide 
(9CI) (CA INDEX NAME) 




RN 227319-66-6 CAPLUS 

CN Carbamic acid, [2 - (2 -butyl - lH-imidazo [4 , 5-c] [ 1 , 5] naphthyridin- 1-yl ) ethyl ] - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 




RN 227319-68-8 CAPLUS 

CN Carbamic acid, [2- (2-butyl-5-oxido-lH-imidazo [4 , 5-c] [1 , 5] naphthyridin- 1- 
yl) ethyl]-, 1 , 1 -dimethylethyl ester (9CI) (CA INDEX NAME) 



0 



t - BuO— C- NH- CH2 ~ CH 2 



n-Bu. 




RN 227319-90-6 CAPLUS 

CN Carbamic acid, [4 - ( IH-imidazo [4 , 5-c] [1 , 5] naphthyridin- 1 -yl ) butyl ] - , 
1, 1 -dimethylethyl ester (9CI) (CA INDEX NAME) 
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0 

t-BuO-C-NH- (CH 2 ) 4 




RN 227319-91-7 CAPLUS 

CN Carbamic acid, [4- (5-oxido-lH-imidazo [4 , 5-c] [1 , 5] naphthyridin-l-yl ) butyl] - 
, 1, 1 -dimethyl ethyl ester (9CI) (CA INDEX NAME) 
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